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DETAILED ACTION 
Response to Arguments 

1. Applicant's arguments, see page 9-10 of the remarks, filed 12/14/2006 with respect to the 
rejection(s) of claim(s) 1-17 and 32-45 under 35 U.S.C. 103 have been fully considered and are 
persuasive. Therefore, the rejection has been withdrawn. However, upon further consideration, 
a new ground(s) of rejection is made in view of Bray (WO 01/88231 A2) in view of Forsythe et 
al ("Vapor diffusion, nucleation rates and the reservoir to crystallization volume ratio"). 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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3. Claims 4-8, 11-17 and 46-52 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bray (WO 01/88231 A2 from IDS 2/14/2004) in view of Forsythe et al ("Vapor diffusion, 
nucleation rates and the reservoir to crystallization volume ratio" from EDS 12/14/2004). 

In a method for controlling crystal growth, note entire reference, Bray et al teaches five 
different proteins were crystallized using either no device, or devices with 1 mm, 2mm or 3 mm 
diameter channels (pg 5, In 10-35 and pg 13, In 10 to pg 14, In 30), this clearly suggests the 
effective A/L is different for the first plurality of systems because the diameter will affect the 
evaporation rate. This also clearly suggests applicant's concentration is substantially the same for 
the first plurality of systems because Bray teaches preparing one solution for each of the 
different proteins which is compared with different diameter channels (pg 13, In 10 to pg 14, In 
30). 

Bray et al clearly teaches optimizing the channel size. However, Bray does not teach the 
effective A/L that was different for the first plurality of systems is substantially the same, and the 
concentration that was substantially the same for the first plurality of systems is different for the 
second plurality of systems. 

In a method of vapor diffusion crystallization, note entire reference, Forsythe et al 
teaches an experiment where lysosyme experiments that were conducted at different NaCl 
concentrations, 4% and 5% NaCl (pg 1603 and Table 2). Forsythe et al also teaches a third tray 
was set up with all ratios in duplicate wells (pg 1603). Forsythe et al also teaches greater crystal 
growth in the 5% NaCl solution compared to the 4% NaCl solution for the same reservoir to drop 
volume ratio (Table 2). 



Application/Control Number: 10/760,144 Page 4 

Art Unit: 1722 

It would have been obvious to a person of ordinary skill in the art at the time of the 
invention to modify Bray et al by conducting experiments for different concentrations of 
solutions, as taught by Forsythe et al to determine the optimum solution concentration for crystal 
growth. Furthermore, it is known to screen more than 1000 crystallization conditions to find 
suitable conditions that yield high quality protein crystal, thus it would have been obvious to a 
person of ordinary skill in the art at the time of the invention to conduct experiments where the 
concentration is changed while other conditions are maintained to determine the effect of 
concentration on protein yield ('308 pg 2, In 5-15). 

The combination of Bray and Forsythe et al is silent to solid of a system of the second 
plurality comprises a crystal having a highest quality relative to the solids of the other systems of 
the second plurality, however this feature is expected to occur because different conditions are 
used thus one condition is expected to produce better results relative to the others since identical 
results are not expected to occur for different conditions. 

Referring to claims 4-6 and 16-17, the combination of Bray and Forsythe et al is silent to 
the claimed variation of concentration and the claimed variation in the rate of removing solvent 
and the first plurality and second plurality are at least six. It would have been obvious to a person 
of ordinary skill in the art at the time of the invention to modify the combination of Bray and 
Forsythe et al by using the claimed variations to obtain more experimental data to minimize the 
need for extrapolation for improved accuracy in the results since it is known to screen more than 
1000 crystallization conditions to find suitable conditions that yield high quality protein crystal 
('308 pg 2, In 5-15). 
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Referring to claim 7-8, the combination of Bray and Forsythe et al hanging drop vapor 
diffusion crystal growth and a sitting drop crystal growth ('308 Fig 2 A and Fig 2B and pg 3, In 
5-20). Therefore, it would have been obvious to a person of ordinary skill in the art at the time of 
the invention to modify the combination of Bray and Forsythe et al by carrying out the process 
until completion, i.e. until only solid remains. 

Referring to claim 1 1-15, the combination of Bray and Forsythe et al teaches a protein 
and a material that precipitates and water (Forsythe pg 1601). 

Referring to claim 47, the combination of Bray and Forsythe et al teaches 
experimentations with evaporation rate by controlling the diameter and changes in concentration 
on crystal growth; therefore this clearly suggests identifying the conditions that produces the 
most desirable result. 

Referring to claim 48, the combination of Bray and Forsythe et al teaches the 
concentrations are the same for the first plurality. 

Referring to claim 49, the combination of Bray and Forsythe et al is silent to the effective 
A/L is substantially the same for the first plurality. It would have been obvious to a person of 
ordinary skill in the art at the time of the invention to modify the combination of Bray and 
Forsythe et al by determining the optimum concentration for a solution, as taught by Forsythe et 
al. Furthermore, the transposition of steps where the process are substantially identical or 
equivalent in terms of function, manner and result was held to be not patentably distinguish the 
processes. Ex parte Rubin 128 USPQ 159 (PO BdPatApp 1959). 

Referring to claims 50-52, the combination of Bray and Forsythe et al teaches a tray that 
, comprises a plurality of wells ('308 Fig 3 and 4), thus it would have been obvious to a person of 
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ordinary skill in the art at the time of the invention to modify the combination of Bray and 
Forsythe et al by performing the removing of solvent simultaneously to increases productivity. 

Response to Arguments 

4. Applicant's arguments with respect to claims 4-8, 11-17 and 46-52 have been considered but 
are moot in view of the new ground(s) of rejection. 

Conclusion 

5. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 
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6. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Matthew J. Song whose telephone number is 571-272-1468. The examiner 
can normally be reached on M-F 9:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Yogendra Gupta can be reached on 571-272-1316. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Matthew J Song 
Examiner 
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March 3, 2007 
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